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background: The prevalence of tri-leaflet calcific aortic stenosis continues to grow. An understanding of the genetic role of the disease is 
important in the development of preventative therapies.
Methods:  We performed a two-center genome wide association study (GWAS) of aortic stenosis. A control group was compared to cases with a 
calculated valve area of less than 1.5cm2. In addition to novel single nucleotide polymorphism’s (SNP’s), we performed a validation study of known 
SNP’s. These included Lp(a) which is associated with aortic valve calcification, and NOTCH1 which is involved in the formation of bicuspid aortic 
valves
results:  A total of 262 controls and 401 cases were analyzed. We identified 3 SNP’s which had previously not been described. These were: 
rs10508478 (P=9.40x10-6) on chromosome 10, rs7105671 (P=1.02x10-6), and rs7118035 (P=1.61x106) both on chromosome 11. Table 1 
represents our confirmatory analysis. For those SNP’s which were not in our dataset, all SNP’s previously identified were pulled from the gene locus 
and the highest p-value reported. We found no significant association with Lp(a) (p=0.1238), and a strong association with NOTCH1 (p=0.004179).
conclusions:  Our study demonstrates 3 novel SNP’s which are associated with aortic stenosis, and confirms the role of NOTCH1 as an important 
regulator in the development of the disease. We did not find an association with Lp(a) in our study. These findings emphasize the complex role of 
genetics in the development of the AS.
 
